Seventy five patients with chronic idiopathic axonal polyneuropathy (CLAP) were studied for five years. The standardised and quantified neurological examination shows that progression of CIAP is slow, and handicap, if present, is not severe. During the follow up period a definite cause of the neuropathy was found in only four patients (two hereditary motor and sensory neuropathy type 2, one sensory chronic inflammatory demyelinating polyneuropathy, one alcoholic neuropathy). At the end of the follow up CLAP was not related to malignancy or gammopathy. Routine 
In 10-15% of patients with chronic polyneuropathy a cause cannot be detected despite thorough evaluation.' In an earlier study we have described a group of 75 patients with a chronic idiopathic axonal polyneuropathy (CIAP).2 Briefly, these idiopathic polyneuropathies are sensorimotor or sensory in nature, and electrophysiological and pathological studies are compatible with axonal degeneration. 2 To determine whether an aetiological cause could eventually be found and to monitor the clinical progression of the disease, we prospectively followed up 
Results
Retrospectively, the onset of the neuropathy was 6-3 (SD 4-3) years before the study started. The mean duration of the prospective period was 4-7 (SD 0 9) years. Follow up disclosed a cause of the neuropathy in only four of the 75 patients (5%). In two of them, aged 63 and 65 at the start of the study, a hereditary cause seemed likely as a sensorimotor axonal neuropathy presented in sibs at the age of 51 and 56 years. Probably these patients had a hereditary motor and sensory neuropathy (HMSN) type 2. The family history of all the other patients (including their 156 children) was negative. One man with a sensory neuropathy had a slightly raised CSF protein content of 0 55 g/l (95% confidence interval 0.15-0-45). On entry the electrophysiological examination was compatible with axonal degeneration. After a follow up period of two years, in which no progression occurred, the neuropathy relapsed after an attack of influenza. As features of demyelination were now present on electrophysiological examination (in four motor nerves temporal dispersion of at least 30% of the compound muscle action potential between stimulation sites in the lower arm or lower leg, reduction of conduction velocity of more than 70% of the normal limit; in six sensory nerves absent or reduced sensory nerve action potentials), the diagnosis was changed to chronic inflammatory demyelinating polyneuropathy. In the fourth patient, alcohol abuse became apparent. These four patients have been excluded from further discussion.
During the prospective follow up period the polyneuropathy remained sensorimotor in all patients with a sensorimotor neuropathy (n = 42).
In seven of 28 patients with clinical features of a sensory neuropathy on entry, the neuropathy became sensorimotor. In five of these seven patients, the electrophysiological evaluation had already shown subclinical motor abnormalities (decreased amplitude of the compound motor action potential, presence of fibrillations or positive waves). In 13 of the other 21 patients, in whom the neuropathy remained sensory during follow up, subclinical motor electrophysiological abnormalities were also found.
One patient had a pure motor neuropathy on clinical grounds, whereas electrophysiological examination showed subclinical sensory abnormalities. During follow up the neuropathy became clinically sensorimotor.
The clinical course of the neuropathy in all patients (n = 71) between entry and end of the study, as determined by the sum scores, was progressive (Wilcoxon rank sum test, p < 0001). No significant differences were found between the sensorimotor and sensory neuropathy (Wilcoxon rank sum test, p > 005; table). At the start of the study, the score on the modified Rankin scale was 1 point in 35 patients, 2 points in 35 other patients, and 3 points in one patient. After the follow up 1 point was scored in five patients (all with a sensory neuropathy) and 2 points in 63. Three patients became confined to a wheelchair and scored 3 points, which was largely due to other current illnesses (hemiparesis caused by a lacunar infarction, arthrosis of the knees, or replacement of a hip joint). Twenty three of 50 patients with a sensorimotor neuropathy needed a walking cane and 20 patients also needed ankle braces. This is in contrast with the finding that only one of the 21 patients with a sensory neuropathy needed a walking cane.
No metabolic or toxic causes of the neuropathy were found during follow up. None of the patients developed a gammopathy. A malignancy was detected in four patients with a sensorimotor neuropathy (two squamous cell carcinomas of the lung, one colon carcinoma, and one carcinoma of the eye socket). Two of the four patients died as a result of the carcinoma after two years. The clinical course of the neuropathy and the neurophysiological investigations of these four patients did not change before, during, and after the treatment of the carcinoma. The neuropathy of these patients showed no rapid progression.
Discussion
This study shows that during a prospective follow up period of 4x7 years, CIAP was slowly progressive. The clinical course before patients entered the study had two patterns:
in sensorimotor neuropathy the course was slowly progressive and in sensory neuropathy the clinical course more often had a tendency to stabilise. During the prospective follow up period, we did not find this difference in clinical course on the basis of the sum scores and Rankin scale. The only difference between the sensorimotor and sensory neuropathy was that patients with a sensory neuropathy used less devices. Another finding of this study is that CIAP is mostly a sensorimotor neuropathy if clinical and electrophysiological criteria are considered (63 of 71 patients; 89%).
At the start of the study we hypothesised that some patients may have a gammopathy or a malignancy as a cause for CIAP.6 In none of our patients was there evidence for M-protein synthesis. Only 1% of our patients developed a carcinoma. This incidence is the same as in the normal population corrected for age.8 Therefore, malignancy is an unlikely explanation for CIAP. Also, the clinical course of CIAP does not parallel that of a paramalignant microvasculitis. 9 A cause for the neuropathy could only be found in four patients. During the follow up period the suspicion of a specific cause for the neuropathy was based on clinical grounds and repeated family history, and not on the routinely repeated laboratory investigations.3 Ancillary investigations, such as repeated lumbar puncture or electrophysiological examination performed on indication of a change in the clinical course of the polyneuropathy, may be helpful. The patient with a sensory polyneuropathy and a sudden relapse may have a sensory inflammatory demyelinating polyneuropathy. 10 In the study of McLeod et al,' 47 of 67 patients retrospectively identified with an idiopathic neuropathy were reviewed for a second time after a median period of three years. The main conclusions of both studies are similar. They determined a possible aetiological factor in 36% (17 of 47); six of these 17 patients developed a malignancy, and interestingly three had a gammopathy, which was not found in our series. We detected a cause for the neuropathy after long term follow up in only 5% (four of 75 patients). The different percentages may be explained by our study being prospective, with a standardised protocol.
In conclusion, even though the aetiology of CIAP has not been elucidated yet, CIAP shows an overall benign course with a good long term prognosis. 
